Heterozygous mice (aMHC ICa-L antagonists may be effective in reducing the cardiomyopathy in HCM by altering metabolic activity.
The human b-MHC mutation MYH7 Arg403Gln causes a severe form of HCM characterized by earlyonset and progressive myocardial dysfunction with a high incidence of sudden cardiac death (7) . However, the relationship between the gene mutation and phenotype is poorly understood. as a modulator of cell morphology, motility, intracytoplasmic transport, and mitosis (11, 12) . Cytoskeletal proteins also regulate the function of proteins in the plasma membrane (13, 14) . I Ca-L is anchored to F-actin and b-tubulin that regulate I Ca-L activation and inactivation kinetics (15) (16) (17) (18) . In addition, the mitochondrial outer membrane contains docking sites for cytoskeletal proteins that can regulate mitochondrial function (12, 19, 20) . Whole-cell configuration of the patch clamp technique was used to measure changes in I Ca-L currents in intact cardiac myocytes as described previously (28, 29) . Detailed methods are provided in the Supplemental Methods.
FLUORESCENT STUDIES. All studies were performed in intact mouse cardiac myocytes at 37 C as previously described. Intracellular calcium ([Ca 2þ ] i ) was monitored using Fura-2 (29). Superoxide generation was assessed using dihydroethidium (29) . Fluorescent indicator JC-1 was used to measure J m (29) .
Flavoprotein autofluorescence was used to measure flavoprotein oxidation (30) . Detailed methods are provided in the Supplemental Methods.
MTT ASSAY. The rate of cleavage of the tetrazolium salt MTT to formazan by the mitochondrial electron transport chain was measured spectrophotometrically as previously described (21, 26 Continued on the next page Viola et al.
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Regulation of Cardiomyopathic Metabolism We found that mitochondrial DNA copy number was increased in aMHC 403/þ versus wt hearts ( Figure 5B ).
This correlated with increased expression of nuclear encoded regulators of the mitochondrial genome TFAM, PPARg, and PGC-1 ( Figure 5C ). Because fibroblast growth factor 21 (FGF21) is a marker for The Kruskal-Wallis test was used for all comparisons. Abbreviations as in Figures 1 and 2 .
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Regulation of Cardiomyopathic Metabolism mitochondrial dysfunction in myocytes (43,44), we measured FGF21 in circulating blood from the mice.
We measured a significant increase in FGF21 levels in 
DISCUSSION
The L-type Ca 2þ channel plays an important role in cardiac excitation and contraction. It can also Viola et al.
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